This poster presents nonclinical research conducted to characterize mechanisms underlying findings observed in rat pre- and postnatal development studies for scientific exchange.
The data presented do not change the approved indication, contraindications, or prescribing recommendations for oteseconazole. Healthcare professionals should refer to the FDA
approved Prescribing Information for complete safety information.
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Oteseconazole (VIVIJOA®) is an oral antifungal approved for recurrent

In vitro, antioxidant combinations protected mouse and human lens

vulvovaginal candidiasis (RVVC). In rat PPND studies, nuclear Shape by Study No. . . . . . .
opacities and occasional ocular hemorrhage were reported, leading to <> Diet lot used in 8525-516 & epithelial cells from oteseconazole-induced cell death, with minimal toxic
. T . ! 5000 /\Dietlot used in 32011898 | | — concentrations of ~5 uM (mouse) and ~10 uM (human) after 96 hours.

its contraindication in females of reproductive potential. These rat ' Color by FRAP distribution of data into quartiles and outliers: No treatment

nuclear opacities in
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ocular findings were highly variable across studies, rat strains, and
contract research facilities. Because spontaneous background nuclear

w
1

;-E 4000 —_
cataracts occur in up to 50% of young ratsi, isolating drug related & > o treatment nuclear opacites 5 4 >
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Four PPND studies were conducted in pregnant Sprague-Dawley rats . ‘E%;J’mir;’piméeg bl i’ - Time (hours)
Crl:CD(SD), Hsd(SD), or Crl:WI(Han)) dosed with oteseconazole (7.5 '
|€n /k /éla ))’from( e)sftation da ( 6 ()(%D6) throuah lactation da ( 20 {-—————————— Y } {RABBIT} Oteseconazole vs Oteseconazole Plus B-Carotene/ a-carotene/ Retinoic Acid/
9/Kg )4 _g _ Y ©o\ g : )4 0 —— Ascorbic Acid (10 pM/1.5 pM/10 pM/0.5 mMM) in Mouse and Human Lens
(LD20). Ophthalmic evaluations (indirect ophthalmoscopy, slit-lamp P! 5002 2016¢ Custom NIH AIN-83G purified diat 2030¢ Epithelial Cells
blomlcroscopy and/or gross examlnatlon) and Cllnlcal pathology Survey of FRAP Levels Across Commercial Diet Lots and Specific Lots Used in St“dy Nos. _ _ _ _ _ _
' : : . 8525-516 and 32011898. B-carotene/a-carotene/retinoic acid/ascorbic acid and N-acetylcysteine/
(hematology, coagulation, serum chemistry) were performed during . .
Superscripts a, b, ¢, de and e are significantly different (p<0.02) ascorbic acid (10 mM/3 mM) fully protected mouse and human lens

study. To define windows of lens susceptibility, subsequent PPND P
studies incorporated cross-fostering designs at two contract research
facilities. More recent studies evaluated diets with decreasing
antioxidant capacity—PMI 5002 > Teklad 2016C > custom blend—
quantified by the ferric reducing antioxidant power (FRAP) assay.
Mechanistic investigations included mouse whole-lens explants and
mouse and human lens epithelial cells.# Oxidative stress was assessed
by 4-hydroxynonenal (4-HNE) staining in lenses from rat pups and in
vitro lens cells.

Vitamin K and Antioxidant (FRAP) Content in Rat Diets (Study No.
32011898)

epithelial cells. Protective effects were also observed with antioxidant
combinations of l|utein/zeaxanthin (10 uM/2 uyM) of eicosapentanoic
acid/dodosahexanoic acid (50 uM/30 uM).
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Conclusions

h S  Nuclear opacity formation, when observed in rat pups, is driven by dietary
antioxidant capacity, not oteseconazole exposure alone.

« A FRAP antioxidant threshold of ~3000 pM Fe3*" reduction potential

sss1SH S distinguishes diets that prevent vs. allow cataract formation. No opacities

AUEBTMIDS | | | were observed in rabbit PPND studies (5200 uM Fe3*). Healthy humans

" 1 consume ~12 mmol/day.® Normal human serum FRAP levels are ~2-3x

higher than in rat dams on this study and ~2-3x lower than healthy rats
on other diets.
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+ PMI 5002 (High FRAP, o Ty LA AT a T  Final vitamin & FRAP antioxidant content are not quantitated by
Moderate Vit K) ' ' ' 3’ : manufacturers, are subject to lot variability and chow formulation
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Custom Blend (L?W FRAP, 0.138 BQL-<0.009 0.140 1602 Localization of Oxidative Damage (4-HNE staining) in Lenses from Study 32011898. - Cataracts arise postnatally due to oxidative injury to anterior lens
Ultra Low Vit K) Top left: illustration of embryonic nucleus and fiber cells, Top middle: 4-HNE staining (arrow) in control lens (5002 diet), Top epithelial cells and suture line disruption.

: . . . - right, 4-HNE suture line staining (insert) from treated lens (5002 diet), Bottom left: colorized schematic to illustrating 4-HNE _ _
Dietary FRAP values were directly correlated with incidence, laterality, ¢ining. Bottom middle and right: 4-HNE staining of the Y suture and fiber cells in treated lens (2016C and Custom diet) + Human relevance is low: human LECs are markedly more resistant to

and severity of nuclear opacities (not presented) to identify an animals oxidative stress, and clinical exposure shows no ocular or coagulation
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